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REMARKS 

This is in response to the Final Action mailed April 16, 2007, in which claims 27 
and 28 have been allowed, claim 3 has been objected to, and claims 1, 2, 8-1 1, 25, 26, 20 and 30 
have been rejected. Reconsideration is requested. 

Claim 1 has been amended to include the psoriasis limitation of claim 3. Claim 1 is 
seen to be allowable in view of this amendment. With the psoriasis recitation in claim 1, a 
separate step of identifying the disorder has been rendered unnecessary and has been deleted. 
Claim 3 has been cancelled in view of the amendment of claim 1 . 

Claim 2 has been cancelled. 

Claim 8 has been amended to change its dependency from claim 2 to claim 1 . 

Claim 9 has been amended to delete the specific concentration limitations of the 
medicament components and to add the ahemative corticosteroid hydrocortisone which was 
previously recited in claim 10. In these amendments claim 9 has been broadened but no new issue 
of patentabihty is seen to be raised in view of its dependence from amended claim 1 . 

Claim 10 has been deleted as its subject matter is fiiUy encompassed within 
amended claim 9. 

Claim 1 1 has been amended to recite that the corticosteroid administration 
"enhances regression of the psoriatic skin lesions of the patient." This is taught e.g. at page 25, 
line 19 - page 27, line 19 of the application. 

Claim 25 has been amended to recite a method of treating psoriasis and 
administration of a medicament comprising cyclopamine, or "a compound that exerts similarly 
specific inhibition of Hedgehog/Smoothened signaling as cyclopamine." With respect to the latter 
recitation support is discussed in connection with the written description rejection below. 

Claim 26 has been cancelled. 

Claim 29 has also been amended to recite a medicament comprising cyclopamine, 
or "a compound that exerts similarly specific inhibition of Hedgehog/Smoothened signaling as 
cyclopamine." 

/. Claim Objection - Failure To Further Limit 
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In the Office Action claims 2 and 26 have been objected to as being of improper 
dependent form for not failing to fiirther limit the subject matter of previous claim. 

Claims 2 and 26 have been cancelled, rendering this objection moot. 

//. Written Description Rejection 

Claims 1, 2, 8-11,25, 26, 29 and 30 have been rejected under 35 U.S.C. §112, first 
paragraph, asserting that said claims fail to comply with the written description requirement and 
asserting that new matter has been added. AppUcant does not agree. As detailed below, the 
specification of the appUcation contains written description of the claimed subject matter 
satisfying the requirements of 35 U.S.C. §1 12, without new matter. 

1. "New Matter" 

a) "non-tumoral" 

An assertion is made in the Office Action that the term "non-tumoral" in the 
previously presented claims 1 and 25 lacks support in the specification of application. The 
rejection is moot in view of the amendments of claim 1 and 25 which remove this term. 

However for the record the AppUcant states its disagreement with this rejection. 
The specification describes that both non-tumoral and tumoral epidermal lineage cells can be 
induced to differentiate using the method of treatment described in specification and provides 
extensive experimental evidence and exert^Hfication of the induction of differentiation of non- 
tumoral epidermal lineage ceUs by the use of described method (see e.g. page 4, lines 14-16; page 
5, lines 1-3; page 13, lines 1-16; page 27, line 21 to page 28, line 18; page 28, line 20 to page 29, 
line 9; page 29, lines 1 1-15; page 29, line 17 to page 30, hne 2). 

b) "the same biological target as cyclopamine" 

The Office Action asserts that the term "the same biological target as cyclopamine" 
in claim 25 lacks support in the specification of appHcation. Again for the record the Applicant 
states its disagreement with this rejection. See page 17, line 20 to page 18, line 16. Explicit 
disclosure supporting said claim language exists on page 18, Hues 1-6. 

In the interest of advancing prosecution however the relevant recitation in 
amended claim 25 has been changed to "a compound that exerts similarly specific inhibition of 
Hedgehog/Smoothened signaling as cyclopamine." A specific comparison to the specified 
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relevant activity of cyclopamine as the reference material is thus provided in the amended claim 
language. The amended language is clearly supported by the same disclosure (see e.g. page 17, 
lines 22-25, page 3, lines 19-22, and the scientific pubUcations cited therein describing that 
cyclopamine specifically blocks Hedgehog signaling). 

c) "the same receptor-binding specificity as cyclopamine" 

The Office Action asserts that the term "the same receptor-binding specificity as 
cyclopamine" in the previously presented claim 25 lacks support in the specification of 
application. For the record the Applicant also states its disagreement with this rejection. See 
page 17, line 20 to page 18, line 16. Explicit and direct disclosure supporting said claim language 
exists on page 17, line 24 and on page 18, lines 1-6. This rejection however has also been made 
moot by the amendment of claim 25 just discussed. 

d) "that binds specifically to the Smoothened protein to inhibit 
Hedgehog/Smoothened signaling" 

The term "that binds specifically to the Smoothened protein to inhibit 
Hedgehog/Smoothened signaling" in claim 29 is asserted in the OflBce Action to lack support in 
the specification of application. Applicant does not agree. See e.g. page 17, line 20 to page 18, 
line 16. Explicit disclosure supporting said claim language exists on page 18, lines 1-6. 

In the interest of advancing prosecution, however, claim 29 has also been amended 
to change this recitation to "that exerts similarly specific inhibition of Hedgehog/Smoothened 
signaling as cyclopamine." 

2. Inadequate Description 

It is asserted in the OflBce Action that the specification has inadequate description 
for the subject mater of previously presented claims 1, 25 and 29, failing thereby to comply with 
the written description requirement. Items a-d discussed under the previous heading are asserted 
to lack suflEicient specificity to allow one skilled in the art to visualize or recognize the identity of 
the subject matter described. AppUcant does not agree. 

The amendment of claim 1 is seen to have mooted this ground for rejection. 

With respect to claims 25 and 29 the amended language of these claims is seen to 
adequately advise the skilled person of the subject matter. 

The Final Office Action acknowledges that a fiinctional description can meet the 
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requirement for an adequate written description, when the application discloses sufficiently 
detailed, relevant identifying characteristics, including fiinctional characteristics when coupled 
with a known or disclosed correlation between function and structure. However, the Office 
Action asserts that "no such correlation has been disclosed here; the teachings of the specification 
as originally filed provide, at best, a mere 'wish or plan' to uncover additional skin disorders that 
might be able to be treated as claimed, or compounds that bind 'the same biological target as 
cyclopamine', have 'the same receptor-binding specificity as cyclopamine', or that bind 'specifically 
to the Smoothened protein to inhibit Hedgehog/Smoothened signaling', respectively, for use in 
such treatments." With respect to additional skin disorders, without acquiescing in the rationale 
of rejection, the rejection has been rendered moot by the amendments herein. With respect to 
compounds, facts and explanations are presented below showing that the specification provides 
adequate written description for the claimed subject matter. 



specific inhibition of Hedgehog/Smoothened signaling as cyclopamine and the application teaches 
this feature as essential to the invention. Specific inhibition of Hedgehog (Hh) signaling by the 
teratogenic Veratrum alkaloids, e.g. cyclopamine (1 1-deoxojervine) and jervine, had been known 
in prior art (see page 3, lines 16-22 of specification and see also the publications cited on page 3, 
lines 21-22 of specification). Molecular structures and configuration features distinguishing the 
teratogenic from non-teratogenic steroidal alkaloids of Veratrum plants had also been identified in 
prior art (Keeler RF, Teratogenic compounds in Veratrum caUfomicum (Durand) IX. Structure- 
activity relation. Teratology 1970;3:169-1 73; a copy is filed herewith). Total chemical synthesis of 
these naturally occurring steroidal alkaloids (both those that inhibit Hh signaling and not) and of 
various derivatives thereof had been described in prior art along with detailed physical and 
chemical characteristics of each (see e.g. Kutney.JP et al, Synthetic studies in the Veratrum 
alkaloid series., II The total synthesis of veratine, veratramine, jervine, and veratrobasine. 
Canadian Journal of Chemistry 1975;53: 1796-1817; a copy is flied herewith), Inhibition of Hh 
signaling by other synthetic veratrum alkaloid derivatives had also been described in prior art (see 
e.g. Beachy PA, WO 01/27135, page 13, lines 10-32; available online at the website of World 
intellectual Property Organization, www.wipo.org). It is not necessary to elaborate in the 
specification of an application on the publicly well-known matter in art. A person skilled in the art 



The skilled person is already aware of other compounds that provide similarly 
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would readily distinguish a molecule that is suitable to use in the described method of treatment 
by means of direct comparison to the described function of cyclopamine. 

Representative specific compounds qualifying for the fimctional definition given on 
page 17, line 20 to page 18, line 16 of specification, and also the structure- function relationships 
described therein, were common knowledge at the time of filing of present application (examples 
of relevant prior art scientific pubUcations are also cited in the specification as noted above). 
Structural features (complete molecular structure) as well as the functionality in inhibition of Hh 
signaling were publicly known. Requirement for teratogenicity of the rigid positioning of the 
piperidine ring in cyclopamine and in other teratogenic Veratrum alkaloids with respect to the 
steroid system as well as the absence of said structural feature in the non-teratogenic Veratrum 
alkaloids had been identified correctly (see Keeler RF, Teratology 1970;3: 169-173; page 170, 
right column, first paragraph, penultimate sentence). Other structure-activity relationships 
(correlations between structure and function) with regard to the inhibition of Hh signaling were 
also described in prior art (see Beachy PA, WO 01/27135, page 94, line 17 to page 95, line 17). 
It is well known in art that the synthesis of various derivatives of a pharmaceutically active 
molecule as well as the generation of large libraries of related molecules can be readily 
accomplished using widely available methods of organic chemistry (e g. combinatorial chemistry). 
Assays for Hh signaling and for markers of differentiation were also common knowledge in prior 
art and high throughput versions of such assays, allowing screening together of large chemical 
libraries, were known. A skilled person is well versed in the publicly available scientific technical 
information. He/she has no uncertainty as to ascertaining whether a compound provides similarly 
specific inhibition of Hedgehog/Smoothened signahng as cyclopamine. 

In view of the foregoing explanations and well-known information in prior art, 
Applicant respectfiilly disagrees with the Written Description rejection. Withdrawal of tins 
rejection is therefore respectfully requested. 
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VI. 



Conclusion 



In view of the foregoing amendments and remarks, the outstanding rejections are 
seen to be overcome. Accordingly, withdrawal of the outstanding rejections and allowance of the 
application is respectfiilly requested. 
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